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(57) Abstract: It is intended to provide ACC 
activity inhibitor which are efficacious in treating 
obesity, hyperlipemia and fat liver seemingly 
induced by obesity, glucose tolerance failure, 
diabetes and diabetic complications (diabetic 
peripheral neuropathy, diabetic nephropathy, 
diabetic retinopathy, diabetic great vessel disease, 
etc.) seemingly based on insulin resistance, 
hypertension and arteriosclerosis. N-Alkylsul- 
fonyl-substituted amide derivatives, analogs thereof 
or pharmaceutical^ acceptable salts thereof have 
an efficacious ACC activity inhibitory effect. 
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acetyl CoA carboxylase (WTs ACCI^IBf IM?S*£&;&-r3$f 
^^fc«toT^i«Wlc±#bfeJftL+©>f >^U>tts W*6fEii^ Mfcttttfic 

^ & 5 1 d -r fe- # -e & & < N mmfc & w- Na-r * > oMy^ji^saswigcD 
sst «fc o t *) ^ ^ nfe^flajfli^s <£ tmiflifEtix jraifo w^smmir 
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■fe7^-(WTs PPARW§) FWbfeM^iS< 

Y73 -^ h tlbtd tr^7^ KM 2i lei b < N >X U >ft#tt!Si 

ACCfciu Acetyl CoAcfcDs Malonyl CoA<Z)^fifc*ffl|«lt-S»3H*e& D s MIJ!g$7 
KO^fc*W-S#ja#*7f»So *fcs ACC^j;Ds Acetyl CoAfr ft 
fcMalonyl CoAgfrKs fflmBmmWt<D^*J]/#-- Mt bT©$g*fcH#-raC 
arnitine acyltransferase£^fcf|jiJWbT^3 £ fcjWDfcftTl^o « 
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■mmrns mmmmzm^ mmm^mmm, mmm&^amm, Mviii 
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iSI&fc b < MS^|CDCl~C20CD7';V^;VSs gm*) b < MBm©C2~C20®T 

;Wr-;i^ s sife^, b<tt^am©C2~C20©T;i/^r-;vSs Si*b<iiit 

b < Mmm©Cl~C20©T;vn ^>;b& b < MSfH©C2~C20 

®^;i/^r -;i/^j-^^ N b < Mg^©C2~C20©^;i/^r— ;V^-dr^>a^ 

Rl-S 0 2-li, IiXiiiSH0tiSStS§iife*©f«. 

Yfcfcs -CR3=CR4- N -C0-NR3-, -NR3-C0-, -N=CR3-& b < &-CR3=N--eit£tLSS 

—Wirt (1) cK R 1% R2 n R3 x R4 s R5> r 6 &^ve-niwib-e&ii& 
R3, R4s R5^ R6(l 

^n^tig&fc b < ummm(D^mm^t7Km&. mwk% b < (±^gm©ci~ci 

2cD^;i/^;va, gm* b < {±Mgm©C2~ci2©T;p^- b < &ftt 
Sf^©C2~C12©^;i'^r^;^ S.tzU.WMb b < (»S^CDCl~C12©T;Vn^r 
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i7 5ys, S^%b<(«sacDCi~C6<DT;i/^;i/^^-Ss -bnfi. j\utf 

X«s-^(2)s (3), (4), (5) s R2 OCD^rtlfrumgtls 



R7 
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R11 




R13 



R14 




R7 



R15 
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R18 
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R7 

R19 ( 5 ) 
R8 

(2K (3), (4), (5) *(DR7, R8 S R9 S Rl 0, Rl 
Is R12s R13 s R14. R15. R 1 7 S R18 s R 1 9 fcfc s 

ZMtim ITC £fc ■=> T J: < x b < ^Mgm©^#^^b7jc**, g 

&fc b < WBm©cl~ci2©T;i/^-;i/^ g$i* b < &Mfil&©C2~cl2©r;i/ 
^r-;V*. gm%b<MSmoC2~C12©T;^^rn;va N b < & 

fffittm©Cl~C12©T;i/n^ri>;i/^ 7j<StJl^\ 7jcf»x It* 

b < Mgm®Cl~C12fflgf^T ^ J * s fi*b< liiglOC! ~C 6 ©^;i/^r 
Z &-CR9=CRl(K -N=CR9-& b < «-CR9=N-T^^tL?>*^fe(±^M^4) b < 

b < {±^em©^§^^b7K^a^ ijt© mm* 4 1> ^ 9 ©am* b < \m. 

Bit c (i N 
R2 0il 

am* b < («g^©ci~ci2©^;i/^-;^ g$i* b < ^^gm©C2~C12©T 
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* b < s»g|^©ci~ci2©gmr a- y& g|&& b < i«gm©ci~C6<Dr;i/ 

g;fcs R7J:R8{1 -JlfisS (1) 4-©R3, R4, R5. R6fe§^&-H& 
5^(2), (3) s (4), (5) *cDR9s R 1 Os R 1 Is R 1 2. R 1 3 
s R14. R15s R16s R17, R 1 8, R 1 9 ©V^-fti^h^^bT 

±4 YftU PPAR-*T>VTrT-X h s PPM-#>^T>#n-;* K PPAR-T;vy 
7?^ K SGLT|&«lk GLP-l§^f*T>^3-X K DPP-IVPfl^rOs TJl 

F-xMimmmmftk mmmmmmmmmm. mG-cokmnmmmmm, ta 

7 



WO 03/059871 



PCT/JP03/00098 



n-^>^;K i-^^;v^;k 2-^^-;i/^;k 3-^^;v^;i/ 

^^^;k i/&u^3ci/)w n-^y^JK i-^;w\=^>;k 2-p<^ 
;i^3^>;K 5 -^fM^f^K 4, 4 -^p<^-;I/^>5 : -;k l-rnhvi^ 

1 -a^Ws^^k 2-rc?VW\3r:Wk 2 -^SWl^^VK 5, 5-^^ 

^-^^K 6, 6-^^^;^^;^ n-5^>;K ;k 8-p< 

^ i-^;i/^>;w 9-p<^;v^^;k 8, 8 -y^^ju — ;k n- Kt 5 ^ 
;k 1-^^;i/<7>^;k io-^f;w>r^;K 5-^;w>^>;w 
9, 9-^^^;i/^^>;K tf^n [2.2.1] i^n^^K 6,6- 

^^;p-t:^n [3.i.i] A^i^^tsi So cin^cD^t) 

7>y»Any>I^ >>U;^ -bn& 7^7& ^77S, 7j< 
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^rj^W^fft^Sfci^ ^^{-HufB^D^>il^ AP^Wbr;^;^ ;n 

o 

^fes rci~c2 o cdt)v*)i&_l t. btit ttiittx mnm% fcmmkco . 

?^>;k ^3^-^;k ^>^^>;k ;t^#^;K ^±^^;k 
»J^-T^^^/b s T§s cine)©T;p^-;vS^»s Hi-fi* ©S&S^a&^ti 
T^T&J^o 3©gl«^bT(is iuHS© rci~ci 2©r;i/^;i^j -x© 

3;fc, rc2~C20, c 2~c 1 2^cdt;v^--;^ t 7 ^ 
7^;i/ n ^jvm^ fc*s H Jc a * (DWM^tmWk^ fix i % & v ^ : £ • 

btii mmcDc i^f,ci 2^©T;p^r-;i/««ma^iBi— ©smx^^rf^ 

r;Hr-;i^ ^n^p^;^ 7Ji/^;i/f^Sfflfijtttii 
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^X r^>;i/^X y^^tf^X ^^X ^>Xb;t3-i^o 

^mWMco-rji^r^m, mWk& b < (Mi©7M-;i/& gm& b < fcWft 
iio7;p^-;vS N g?t&b< Iilii07i^-iv& gfll&b<Mg^ 

CD^#^Mb7jC^*s *fet±gm*) b < {»g^©^Wi^»J«^ 1 £^ b 2 

^^kp^x rntvi/T^x i>i^7^s 2-7°D^.^7-y 

i>-;v7^s i-7f^7^^ t''j^;i/7^s ^u;i/T^y^ 

5X tr^>;^y s i-h°n u^-;k 3 - 7 r-;i/7 ^^.fe tf ^ c ^ ^ 

*X£ih\ fei:i(i7x-jK ^^;V7^^;k ^^^7x-;k ^ 
7i-;k W h^i/7x-;K 7Mn7x-;p s ^rbD7x-;i/ s h'J7 

4SE 5ISn 6Ii, 7S^ 8M^fc&9a^(£>S-e&Ds cti^fcfcs 
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-CV^UM > 1/ 7 ^ - ;i/ s ^ > V > - ;k ^ y y i; ;k ^ > XV ^ ^ 
v/u;i/> ^t^U;k ^-^it\/U;K tf^./U;K t°'j^;k * 

mytm.M&&m-r2>°rK*u>&j ci~ci2 s #?£l<« 

C 1~C 6©T;P3rP>^£VH\ ^g^*^UT(^ $|>tfc£s ^^D/Df 
d^°d^-;k ^>^d^V-;k ^>^n^>^— ;k ->^n-\^r-fe 

>fu;k *s u;k -rv^y';;K ^>^77r;K ^>y>x.-;t/ s 
yu;i/ s ^>x^^;ijjk f7^;ij;k ^-y-\/y;K f^yu;K trus 
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R 1 tiK WM% b < &M$I©C1~C20©:p;]^,«s Bifefe b < fctflfcgJ&cDC 

^©C2~C20©7 7 ;i/^-;i/^-^^X, mWk% b<i»gmcDC2~C20©^;i/^r-;i/ 
Y#\ -CR3=CR4-, -N=CR3-& b < «-CR3=N-T^^n-g.a^fe^^M^*) b < 

)K7J^rMT"$SO^J b^o 

Agp## N l, 2#£Bi^Bfc1-S^§i^bzkf&»x 1, 2{4£Blfe#LB 
, iffi*BSi*fcra3^7 , ;i/^r;vsov>t'n* i b*fe»Sbi , >o 
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xi±, —ma (2) „ (3)s (4) s (5)s R2oou-fnra$na 

b<s ^ (2) lfeliR2 0«fiWW*b^= Mi-— 

(2) ©^fck Z ^-CR9=CR10-^^^tl^»S^?^ bOo 3^f#(3R9^ 
OT105b s 7jc^M^^) £©**#?* bV^o R 2 0 ©*§£■£ fck T U -;i/S^gtHb 

fe^^-^S^^bi^o tt § 7 'J -;i/S(i{is yy 

mmn^tey vm&ttttwx&ifiig&isx^&'bvimt. b^ 0 r 2 0 

R9 ~ri 8 #\ ^\D^>^gmci~ci2©r;i/^;i/*x(±^;i'3 :a rS / ;i/STfe 
2><Dim%. b < s fC7 y|SM : ?1tiSlCl~C12(DT;i/^;i/Sxt±T;i/n#S/;va 

Sfcs ( 1 ) 5£*© Yfciu -CR3=CR4-, -N=CR3-& b < «±-CE3=N-T?S*nSS 

s.ttumMm*b\;<&wtmMtt&z<D&&&\s^o -cr3=cr4-, ^ 

M^^fe(«^M^^^tiSV^ti^©S»*b<s #{d-CR3=CR4-*W* 
bV> 0 dd-e#tR3SOT4^7K^M^-efe^©^*bV>o Y#\ -C0-NR3-, 
-NR3-C0-Tit£ n^StS R 3 b < f»g$l©Cl~C12T;i/^ 

#(-^U -ji/IlTj^M^S b^o £© i: £s Wcr V -;t/S^V\ p 



WO 03/059871 



PCT/JP03/00098 



o — 




o 



^ g&% u < \±mm&cDC2~ci2(D7)vtr-)i^ &&&&&& b < y^sm©c 



b < ummmcD^mmmh^m^ M(Dmm&4fr % 9 ©g&$ b < m 

«T;i/^^;i/*S^«fo iUBfcfc, OTffl (6) CwT.fcafcJRtf&fcffc 
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TV— b < b^ D 
t7M-jbSt*§o cft^GD^K 5-6 Mtafe 3^@^I^S/«f; bV^ 

o 

R 1 {is mm b < Mgm©Cl~C20©r;i/^;i/*s St&fc b < iiitlcc 
2~C20cdt;1/^t fim& b < Mffm©^«^Yb7j<if|gs b < 

^tt^©Cl~C20©T;i'=i^$y;i/^ g^fc b < (±3&g^©C2~C20©:F;]/^-;i/ 
^-^S/SA^* b < , #t3gm% b < i±^gm©ci~ciocDT;v^;i/*^?^ b 

R 1 - S 0 2 -^BmX{*^gm©^^ST^ 3 i: £ ©m^^S h bT fcfc * 

7v-;vSs b°y^;i/Ss 7x-;i/S^t b^o 

±I3R 1 ~R 2 0 (H^©Il7jl/^l/S* ^^^^^g^*^.bT«. *A 
^^r>>;i/S N tFn3^>;i/S s ;ADy>Mf s ^;i/^-u^^;i/& yi— ^;v^-n 
p<^;i/*s 7;i/7TDp< h^r^Ss n—7)]sjru* h^*&£*^fci:f Sti^o 

±iB-$£iS (1) ^£n%4h&mt^Xl#£h^k^bLTMZl-£, JUT 
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STEP1 



(7) (8) 




x@ l (step l ) -etk r ^ > ( 7 ) £#;i/#-;Wb-£rt) ( 8 ) &as^£irr 

s i^rMb^l (9) St«iii-rSffS"C&So (8) #\ g^D'J F© 

m^um^^^-r^y m tag^t-a:^ ^fet (8) 

t^n-f^P U F^t?^zK#JfcU (7) fcKfi 

^fcSjfefcttN (7) *;i/si?-;Wb^ft (8) Siaua-Hi^i/ifflu 
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b 2 5 RtffiiggtRjiS £ ^ 3 £ ^fc J; D < @ fft£ 1" £ <b£rtJ £f# &Z-b tfil* 
g&o £fcs Hfr^HJcD^fflJl(± N ±?;v^-;Hb^tJ (8) fc^utSSl. 2{g 
i§ smbn £ * £ © W * b V ^ o 

t> u £JR;dc5frm«!i ; *SHb:f- b U £ a, TKS^b* U ^ a^©t;v^ u&JSzMfb 

^a, fflgbkm* vt>^m(D7)ii3 v&mmm&mibw ith'j^mn 

s ^bU^A^h^K #U^A^b^>b\ *U^Ai=7b^i/K^07 
(Step2) tts MTJV^m (9) *CD*;i/^S/;i/S©«9H£*ltt« 

ii"rsffet?*So at«s ^^Mh^m (9) &^y-;v,THF£«u 

m^n^o ff?,tlfe*M«Xg3 (STEP3) ©JgC*4fcbTJBV\ 

$e>fcioo°cjgaeT?2oi^ffljgje«mu ss^7t> mj±t«^^s &b#j 
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IC^feXgl, 2, 311 ^^mm^R&^fo d il^T £ £s ^© 
£3 fciu M^.{^^^;^-^;K rh7b^77> (THF) , ^ 

, rpt:^^ h u;i/^©- h U;i/^ ; B^^)^(D^x^j]/M ; N, N-i^7< 

% 0 Mi's if.m%\±, mmm#£mmfc&^Tmmgft&^mifom-&t>mzj 

Wttfis MM^'ffifflJII^s i^&^m ^ifliffis «®^) 
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its m?L fcf >f >^ U X M?LU U X rTp, glargineft ifeZH >.X U > Ti~ D ^ 

7Vf U >#l§25 § ^«GI-262570, JTT-50K YM-440& JfOD^T' V U S> 
-1095& £©SGLTPl#£!k GLP-lg^#:T>^ ^-^ K DPP-IVP1^J^^CD«I 

ifaBE. mmmtm) tvx-m.a, (i) "c^^n^b-^ifcifffl^ 
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i) ofb-sm oi~iooo iggjg*^-rsifc**T?ss 0 iiwsbv^^ 
MM^tift^o «t)t.s «fcD«F*b<i±s -«5£ (i) -es^n.^^ti 

tes «©W^/j«s M^.^s am lHi-l~100mg£l~3 E^its JHni£# 
— (l> mni^tts ll^©^iJMs mf£i©|!k *r-fe;i^i| N if#£ 

^^^J:Ds mm, tiy±jvm, mm.m, mm, hn-?mm%mM?zz.£& 
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comm. m?ti£, ma^mm. mtm^^mm-r^^h^x^^. mmz 

to . 



4-3— H^m#^^;Kl.llg, 4.03mmol)^^^;i/T^ >(10ml)k:«PU 
s T^rf'^SI^TS-j:^— ;Wa,a,a-h U^;i/^b;i/^>(1.03g, 6.05mmol 
K WuuM-A V 'J7x^;i/7t^7^ W^^A(28.3mg 5 0.0403mmol)^ 




2 3 



WO 03/059871 



PCT/JP03/00098 



TJtH«>fMH(15.4mg N 0.0806mol)%Jn^50X!TfmMaH$bfco SJ»T^ 

tyfl'tti/ U A^JW^A^DY h ^ -5 7 *f — £ £ D MS U ^»'J 1 ©^ff^ 
T^S^-^;V^X^;H.28g (JR#>99%) £#fc 0 

1H-NMR ( GDC13.) : 1.42 ( 3H 5 t, J=7.2Hz ), 4.40( 2H, q, J=7.2 ), 7.50( 
1H, dd, J=7.5 ) 3 7.58-7.6K 3H, m ), 7.60( 2H, d, J=8.7 ), 7.71( 1H, d, 
J=7.5 ), 7.81( 1H, S ), 8.05( 2H, d, J=8.7 ) 

f#e>tife^^;V^X^;i/ (1.28g, 4.03mmol)£^y — )]/ (10ml) ,W(15ml) 
Jc*#U 2N-NaOH(3.0ml, 6.05nmol)£;&n£g^l.5hffi#b;fe< J SJ»Tfll 
s -Eife^fc 1 N-HC 1 &m%M.m^ U MJET«^^*s &!8toZL&m<DEZ0 

^>@tl.06g (W91%) &f#fe 0 

1H-NMR ( DMSO ) : 7.70-7.73( 1H, m ), 7.72( 2H, d, J=8.4 ), 7.82( lH,d 
d, J=8.7 ), 7.91( 1H, dd, J=7.5 ), 7.97( 1H, S ), 7.99( 2H, d, J=8.4 ) 

-M0^ F3ml^a^60°CT2Sf^mrm ^-;i/^P^>f F^METfS 
bfeo ^g^^^b^^l^>6mHc?§|f U Cfi^Anthranilic acid methyl este 
r0.230ml(1.78mmol)CDl0inltrU^>^C0 o CT??eTs MUXZOmmmW^ tf 
y^>*«EETS*bfeo ^»£t»c^;W;r«PU 2N-HC 1 *$g*fcROf«S 

;p (10ml) ,THF(15iil)fc:$SJS?U *?!§!]«©LiOH • H2 
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g (]R*76%) £t#feo 

i^Tx 7Vl>=f>^ffl^TN f#^tlfe*;U^>^502mg(1.23iDmol)§1.4-Dioxa 
ne2Qmlfc:$g#?U WSC-HC1 280mg(1.47mmol)*in^.94 o Gt?30^Bfc#^ Butane-1- 
sulf onic ac id amide202mg( 1 . 47mmol ) OTDBUO . 368ml ( 2 . 46mmol ) %K\\ %. 94°C7?20 

s 2N-HCl7j<^r«^Wn^7jcTJII^^b. ^tKW^- h U ^ A TlgSfts 
I^ilETSSl/feo »e#l*PTLCK:J:D3l9SSiU §ft©5%»J Mbi^479iig( 

1H-NMR ( DMSO ) : 0.88 ( 3H, t, J=7.2Hz ) , 1.34-1.40( 2H, m ), 1.60-1. 
65( 2H, m ), 2.93( 2H, t, J=7.5 ), 6.69-3.70 ( 1H, m ), 7.18-7.23( 1H 5 
m ), 7.44-7.96( 6H, m ), 8.04-8.26( 2H, m ), 8.61-8. 64( 1H, m ), 8.88 
-8.89( 1H, m ), 12.73( 1H, s ) 
MS(ESI) m/z : 529. 31( MH+ ) 




o 
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F 




Wangl^> (0. 9 lmmol/g) 2. 0 g^NMPtl^tgSt 3H#^g 
bfco &frfrm%%$&%, ^dt^ NMP30ml, 4-^7y$lfH 1. 
6gs b°U^>l. 45ml, 2, 6 -^^ d o U F 1 . 56m 

1 SAP As gfit 2 0 H3H8f» bfeo £ 5> ttltNMP 3 0 m 1 t? 

o 

ll^T, n^tifcmm^s THF :7.k=4 : l?t&5 Oml^A, ££>f3, ^ 
^^r-frX ~7 3-Vvt7 Tis v Y 0, O-^xf;i/xXr;H0ml*M, 8 0 
W 1 2B#P e 1f»bfeo $§J££fifci^ MII^NMP 3 0ml^2@Mbfeo i§ 
»P&l^fef^ ^^no^x NMP, i^unp<^>©Jlirr\ .^ti^ti30 
mlfoM^ts 3 0 f o b £ 5, fcr U V > Mr 0 

f#6ti7c^^^^ Fl/^>(3 S NMPS5 0mliP^ N ££>f^ 4- (hU^ 

MP^h^» 7xt>^D^F2. 5g^p^ s 8o°cxi2mmm 

#bfeo ?Si^$^t:|ffl|$NMP3 0mll?2i^bfeo 

UT, 3®fo^U $?>(:l/i;>^i$tfe 0 f#^tLfel/^>(^ 100 
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o /oh'j7^Dii5 0mim i mmwcmks %.mm t v v > % *>m u 
&mmmo. 9 3gW; 0 

l^ts 7;v3>fHMTt\ f#^fc^m«679mg(i.86mmoiH^b^ 

^;V^D7^ F3ml^>!jn^60 o C-t!3B#P e mmts 9^-;^ P^-f F^MffiT^* 
bfeo ^M^<b7<^l/>6ml{c:}§Jl?U <T;fx£Anthranilie acid methyl este 
r 0.240ml(1.86mmol)CDlOmlt:U^>^M^0 0 C-tiigTs ^^15Bf P^Mm b° 

{3 J: D *iS^ b « ^; Wb^t)568mg( W61 % ) 0 
;i/ (20ml) ,THF(20ml)t»U LiOH • H20 239mg(5.70iiimol)^[f^^Ut?16B# 

MJ±T^£bfeo ^®t)^SM B ^fccfcDMMb^;i/^>^549mg (l«99%) ft 

m^Xs T;1/J>#BIM,Ts #^tife^;i/^>®t395mg(0.816mmol)§1.4-Diox 
ane20mH3^PU WSC-HC1 187mg(0.979mmol)^^^100°C-e30^jSm^s Butane 
-1-sulfonic acid amidel34mg(0.979mmol) s DBUO. 182ml (1.22mmol);& IK 
©2-t-Butylimino-2-diethylamino-l. 3-dimethylperhydro-l. 3.2- 
diazaphosphorine £#D;U00 o C^20IJ#^$i# b£o gJSfcHTgfcs «ffiT»8E&fl 

*s BMtJ£#1^^25miT?#|R s 2N-HCi7KMr«tFiafa^zk-^M^:r»b 

MM U a 2 <b^i*80mg( W77% ) £f#fc 0 

1H-NMR ( DMSO ) : 0.84 ( 3H, t, J=7.2Hz ) , 1.33-1.43( 2H, m ), 1.61-1. 
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76 ( 2H, m ), 2.92-2.97( 2H, m ), 6.70-6.74( 1H, m ), 7.25-7.30( 1H, m 

), 7.48-7.52( 2H, m ), 7.58-7.64( IB, m ), 7.77-7.82( 1H, m ), 8.08-8. 
28( 7H, m ), 8.37( 1H, s ) 
MS(ESI) m/z : 604( MH+ ) 



F 




;i/^>ii703mg(2.35mmol){3^fb^^--;i/^ p ^ K3ml^P^.60°C-^2B#^# 
>» citi^Anthranilic acid methylester 0. 304ml (2. 35mmol) ©10ml b° >J 

^■;i/fc^wu 2N-HGi7j<^«^wn«7j<-e)ii< > »^ McM^hj^a 

-e^m ^*JteETS*bfeo (50ml) ,THF(50ml)C^ 

I? Us ^ffiH«CD4N-Na0H3£in^.^ffl-ei6hli#bfeo £tJ»T#. 11MSS* 

)V#>mi3ag (i»73%) £#£ 0 
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ne20mlfc:$g8?U WSC-HC1 421mg(2.21nimol)^iP^100 o C-e30^J : m Butane-1 
-sulfonic acid amide280mg(2.04mmolK DBU0.432ml(2.89mmol)M<; BMAOl 
-t-Butyl imino-2-diethy lamino-1 . 3-dimethy lperhydro-1 .3.2- 
diazaphosphorine §iP^100 o C^14H§«^ bfeo SJfe»T^ MHT^S^M 
*s a^fe^Iffi^^-;i/25mlT^m 2N-HCl7Kv§M^tflSfP^7K^]i^v3fc^U 

»1SU g^cD^M^'J 2-fb^659mg( W72%)^#feo 

1H-NMR ( DMSO ) : 0.82 ( 3H, t, J=7.2Hz ) , 1.31-1.38( 2H, m ), 1.66-1. 
74( 2H, m ), 2.80-2. 97( 2H, m ), 6.69-6. 72 ( 1H, m ), 7.25-7. 35( 3H, m 
), 7.55-7.62( 1H, m ), 7.75-7.77( 1H 3 m ), 8.09-8.35( 9H, m ) 
MS(ESI) m/z : 538. 22( MH+ ) 



1 Ltd 4- (3- h 'j7;^D^^I/7xr;Ur-;i/) £ 

M#@t872mg (3.00mmol)s 1 - 75 ^ J'^P^V^ >*;i/^V9^^3:7r;V 
^^851mg (4.74mmolK 2 D D - 1 -A U if— 1> A3— K1160mg 

(4.54mmol) s h U ^^Vl/T 5 >1.3ml£3g*$l p Dp< ^ >fc5ml^?U 

7KffiMj-h 'J>7A«btiff»bfeo fft^:c?-;i/5mL ^it>25ml« 
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£T#rmbfe|IK*£^LT955mg (2.30imol)(DM^;Wbi^$J£ fife©* £ b 
m^Xs ^^^;Wb^rt/955mg (2.30mmol)&s x^y — ;H0mK 1, 4-^;t 

U^AT^MUMBEm^HbT. 920mg (2.29imol)©#;i/^>g££ afite^ 
bTt#fe (IR*99%) o 

fg^Ts f#e>ti^*;i/^>^598mg (1.49mmolK n-^># K h* 

309mg (2.04mmolk 1, [5. 4. 0] r> >^ ^ - 7 -x 

>0.50ml (3.34mmolk WS C±^St±^469mg (2.45mmol)^^!#bfe 1 , 4-^ 
>5mHc^? U 8 0 °CT* 1 bfeo 1 M^5ml tmM^fr 

^> : THF=30 : 1) -eUS^s S*E$ft»S6@U t^St^^V : (1 : 

10) tSSi^Lt^ 486mg ( 0.909mmol)©-^^M^J 4{bi^rtJ& 
bTf#fc («61%) o MS(ESI) m/z : 535( MH+ ) 
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mmm no. 



R1 
n-Butyl 
n-Pentyl 
n-Propyl 
n-Hexyl 



MS(ESI)(MH+) 
535 
549 
521 
563 



5 
6 
7 
8 




mrnwu tmnizhxMfo^zmm*m^T&mvfco ms(esi) m / z : 507( m 

H+ ) 
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mnm4£mmfc\sXM)&?&mm&m^-c&m^fco ms(esd m/ z : 65o( m 

H+ ) 



mmm 4 1 mmz its ^mmimm 2 ®^*^t^ §f7v-;vi^ 

Tfafc^f^fJtSffi&MV^T^bfeo MS(ESI) m/z : 6 2 4 ( MH+ ) 

i3~7i mm%Tmiz^T4t'&mcD&mM) 



F 




O+F 
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f$IM#f£s t: u v y £M)±T^* b£o ^ h7th*n77>, imh 

^;W;:«U 2N-HC1 7K^r«^fn^7jc-eil^5fe^ h U ■> 

AT?fg*SM^ }«£MJ±T^*bfeo mmyO&tZy—fr (80ml) , THF(80ml) 

W^h'J>>At«U «&MJ±T^b£o t#^nfe*;b^>^292mg 
^THF ( 15ml) ^^nn*;VA( 15ml )^^n^.s 2-CHL0R0-1-METHYLPYRID INIUM IODID 
E 182mg s Butane-l-sulfonic acid amide 90n^ 1,8-DIAZABICYCLO [5,4,0] 
-7-UNDECENE (DBU) 0.178ml £jJD>U mmzx— faM^s 55°C7:lt# 

: n-^^MT-^i : i) xmm^, m&m^mu r^mmmm 1 

189mg£f#fc 0 MS(ESI) m/z : 562( MH+ )o 

HJE^iJ 2 3 ®{b^-#J K: o I > T ©i^&fc: o I > T #iJ /j^ -T £ o 

^r^J2 3 tffl^fe^TV -;vi§j|oglf ill &fmtm2<D<erf&* 

Zu^-i ^i£ET®*bfeo iSi*l^^-l/>til¥U iti^: Anthra 
nilic acid ethylester 0.631ml©20ml tr U >^Mt-0°C«Ts ^M^2B#^ 

irw^n t°u^>^Mj±T^bfeo mm^mm^Mzmmv, 2n-hgi 7j< 
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£bfco (50ml) , THF(50ml)t^?U *?i§iJ*©2N-NaOH 

£fln;LgMTl6hft#bfco S^Tf^ lN-^^flP;^ MJ±TM«£^ 

>^542m g £THF( 15ml )^^DP^VA( 15ml ) U 2-CHL0R0-1-MET 
HYLPYRIDINIUM IODIDE 342mg Mlfcx — V&Wft&s «j£T?llfU Sfg?^ 
'.n-^^y-QMrn^Ml^X, Benzo[d][l,3]oxazin-4-one mm* 

f* 466mg £#fco MS(ESI) m/z : 467( MH+ )o #£>tife Benzo[d][l,3] 
oxazin-4-one 466mg £1, 4-^^^r+?-> (20ml) U ^> 

■M>X)l/7 s$->T F 157mgs 1,8-DIAZABICYCLO [5,4 3 0]-7-UNDECENE (DB 
U) 0.299ml ^^ti^^n^-s 90°C^\ — MffiTMU 
^5mli:M^^;i/5ml^P^mm^^^jib^ W*tJi£ lMffim2nl"Zmms 

*$VK Wm^m :n-x^r+?-> = l : 1) "rMMf^ MffM^HU 
#ij 2 3/ffr£rtJ 410mgs M^bTtffco MS(ESI) m/z : 624( MH+ ) 0 

^Ste^iJ 2 3 ©i^^f*^ & Benzo[d] [1, 3]oxazin-4-one M#f* 
21mg ^t°U^>3mH3^bs 2-7^-4-/W7^-;V 5mg, 2-tert- 
Butylimino-2-diethlyamino-l,3- dimethyl -perhydro 1,3, 2-diazaphosphorine 
(BE MP) %m.m\i7L, 108°CT\ 3Q^fSmnms fc&ETTOU ^nvh 
^57^- (S/U*^;K :n--^^-y-> = l : 2) -CJfitSigL MJ±^f 

^@IU 1%£«WJ3 6©-fbi§rt>£f#fc 0 MS(ESI) m/z : 581( MH+ ) 0 
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mum 3 7 (D^m^^^xcD^miz-D^xm^-r^o 

MMM 2 3 (D<&$>^mflh~£& & Benzo[d] [1, 3]oxazin-4-one M^it 
21mg £ h° U P >ZmUzmfr U 6 -7* $ y - 3 - kfzi U > 5mgs 2-tert-Butyli 
mino-2-diethlyamino-l, 3- dimethyl-perhydro 1, 3, 2-diazaphosphorine 

(be mp) %$kmn%., io8"c-t:\ sofrmmw&s m&ymmvs zwy? 

HU ^r^Jte^J3 7©fb£r«?=#£ 0 MS(ESI) m/z : 575 ( MH+ ) Q 
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mmm4 1 ] mmn4 2i 
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MS(ESI)(MH+) 




MS(ESI)(MH+) 


13 


533 


42 


536 


14 


608 


43 


580 


15 


656 


44 


603 


16 


538 


45 


651 


17 


535 


46 


598 


18 


533 


47 


654 


19 


562 


48 


746 


20 


535 


49 


747 


21 


589 


50 


598 


22 


588 


51 


633, 635 


23 


624 


52 


677 


24 


549 


53 


650 


25 


594 


54 


588 


26 


604 


55 


666 


27 


662 


56 


690 


28 


573 


57 


691 


29 


570 


58 


716 


30 


617 


59 


717 


31 


591 


60 


753 


32 


692 


61 


778 


33 


666 


62 


649 


34 


536 


63 


589 


35 


541 


64 


589 


36 


581 


65 


545 


37 


575 


66 


545 


38 


536 


67 


569 


39 


536 


68 


613 


40 


570, 572 


69 


563 


41 


615 


70 


547 






71 


547 
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1. ACC<£>*ftM 

&f«A (225 mM mannitoK 75 mM sucrose^ 10 mM Tris-HCl (pH 7.5K 0.05 m 
M EDTAs 5 mM potassium citrates 2.5 mM MgC12s 10 mg/L pepstatin A N 10 mg 
A leupeptins 1 mM PMSF) #T?s sj*U h D y^S^-f if— -e^S^-r XL 
feo JJTSMkl^bTs 9^:Sffl|f«j?$A£#Px.s 1000 g^l 0#RB»J&#*lb;fe 

its ±i«u its 17000 gctio^w^iife. 

bfe^s 17000 g^T 1 OaflBjfrMMbfeo t#^flfeW^ll»B (100 mM T 
ris-HCl (pH 7.5k 500 mM NaCb 1 mM EDTAs 0.1 mM DTT N 10% glycerols 10 m 
gA pepstatin As 10 mg/L leupeptins 0.5 mM PMSF) WPbfcfls 400 

00 gfcT2 Ofrmm>MM\;tco ±.m%mmm (100 mM Tris-HCl (pH 7.5)s 5 
00 mM NaCls 1 mM EDTAs 0.1 mM DTTs 5% glycerol) tftt-illrUfeo 

Mffi bfe±^S ; &5 /zM(D7 -f "^iiMbfef^s monomeric avidin sepharos 
e*7A(ir77^ bs MWr#fc?#bfcf^s 2 mM d-biotin^tf^S«B^AC 

2. ACCPl^MttOiliJ^ 
tufBllffi^i^3tbfe'fb'ar / #)*^n^tiDMS0{3i§|f bs *7^/W T;KcAft 

s ACC£^fr250 /zlOS^ttl (40 mM Tris-HCl (pH 7.5)s 40 mM MgC12s 40 m 
M sodium citrate s 2 mM DTT) HMffi^T 3 7°CT? 3 0£«Pfibfef£ 

s zK^bfeo MJi&Mlts [14C]-NaHC03£^&250 / al©SjJ&«2 (40 mM Tris- 
HCl (pH 7.5)s 2 mM DTTs 8 mM ATPs 0.5 mM acetyl CoA) £#P;Ls 3 7°C^1 
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o^^Mifet, inhgi^ioo jummv, Bim&&±gKfc 0 m^^v 
<Dkccmm%i&%, TO^^tim mmm-tfinztizmm (icso) 

^f^mz-D\\x\±m 1-2 izm-fo 
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1-2 



mum no. 


ACC Inhibition (%) 


HWJNo. 


ACC Inhibition (%) 


13 


12 


43 


13 


14 


5 


44 


21 


15 


99 


45 


96 


16 


63 


46 


35 


17 


27 


47 


38 


18 


50 


48 


24 


19 


78 


49 


49 


20 


71 


50 


28 


21 


11 


51 


13 


22 


58 


52 


38 


23 


97 


53 


100 


24 


46 


54 


96 


25 


97 


55 


34 


27 


19 


56 


66 


28 


28 


57 


54 


29 


34 


58 


80 


30 


100 


59 


80 


31 


100 


60 


46 


32 


100 


61 


33 


33 


100 


62 


29 


34 


16 


63 


32 


35 


14 


64 


61 


36 


30 


65 


24 


37 


46 


66 


9 


38 


24 


67 


28 


39 


18 


68 


32 


40 


12 


69 


29 


41 


6 


70 


28 


42 
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71 


42 
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kccmmm (%) = {i - (a-c)/(b- c )} x 100 

c : 7^ 

*EU&mi h&ffom2%m-&i-&®iKis &e>frb&sj»ik:iN hci 100 

£ 1 B t 2040 r^^» P19:# b o jfcffiB £: b r KK-Ay v- ^ ^ (3 ®^J© ^ & 
M^bfeo S#^T^C-li^lfe^ ^PlS^^a (2 g/kg©^> 

TB©ffi^I*M**Tf*^ fpffibfc (^2) o Sfes ^l«Bjf#^j^ 
fffibfe (it 3 :-^JfiL^#^ s ^4 : J&liPf Tf^ffl) o 

jfiiat* I s u^u-fe^-f p (^cijii) far* (%) = o-a/b} x 100 
mm) 

b : mm(DMm^ b u ^u-t^-r Fas (^fe^j&^^rj-^ajg) 

fr£>M©AUC£||mbfcflU AAUC&JgSKlMibfeo ^ AATO, OTCDSi 
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1 AOT^Mtt 





(IC50, uM) 




3.12 


mmwh&m ■ 


3.69 




7.67 




1.00 



2 m&ffiftm 





(mg/kg) (%) 




175 93.9 



3 nmmmLm$m 





(mg/kg) fgT* (%) 




175 31.7 
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4 mmTim 





(ng/kg) fgT^ (%) 




175 46.2 
175 11.2 



5 mmtmcWMm 





(ng/kg) ( AAUC, mg/dl/180 min) 




175 392.5 
175 83.9 
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i. tsb— ussa (i) ^•zstiz>N-T)V3c)ix)\s7*-)\sm.Wk7x vmm* 



(5^s Rites 

b < aMg^©Cl—C20©^;i/3^S/;i/S, gJJ|& b < fc£*tgfH©C2~C20 
coT;i/>r-;v^-^^a s gt&$ b < M*m©C2~C20©T;i/^--;v^-^^^s 
feliR2-0-^ti§S (s^ s R 2 b < Mgm©^#^^b7j< 

Y&s -CR3=CR4-, -C0-NR3-, -NR3-C0-, -N=CR3-& b < &-CR3=N--T!gt£tl,5S 
— Jfi^C (1) Rb R2, R3, R4 S R5 N R 6 te^ti^tim b-£&^& 
R 3s R4, R 5 S R 6 lis 

^n^tim$k& b < »^a^©^#^^b7jc^Ss g$&& b < &$£Ba©ci~ci 




(i) 



5 0 
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X»,-^(2)s (3) s (4) s (5) s R2 OO^-rn^T^^ 



R7 




(2) 




R11 



(3) 



R13 



R14 




•R16 



(4) 



R18 
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HRSi(2)s (3), (4) s (5) W7 S R8s R9s RIO, Rl 
1, R12s R13 s R14 N R15s R 1 6 S R 1 7s R 1 8, R19I1 

j&fc b < («Bm©ci~ci2cDT;i/^;i/& gj^ b < Mgm©C2~ci2©T;i/ 

gJ&$ b < l±MWM(DCZ~C12(DTJ\/*-)l&, g;fc&gm& b < & 
3ffigm©Cl~C12©^;i/rJ^>;i/^ 7K*M^s zkKSs WM% 

b < (±4ag^©ci~ci2fflgmT ua, em*, b < ternm^ ~c 6 

Z &-CR9=CRl(K -N=CR9-& b < &-CR9=N--«£tl£S3; fettfilMM-?*) b < 
MBit, 

mm% b < ti^gmo^sj^-fbzksRSs asosaca* 4 e> 9 cDsm* b < m 

R2 0I1 
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b < (»gm©Cl~C12©T;i/^;i/», g$|& b < ltmMUC0C2-C12(D7 

% b < ra-gm©ci~ci2(7)gf^^^ em* b < tt*mttft©ci~(B©T;p 

g;fcs R7J;E8I1 — ^ (1) *©R3, R4 N R5 S R6fc£^&— & 
5M2) S (3) N (4), (5) 4»©R 9, R 1 0 S R 1 1, R 1 2 S R 1 3 
s R14 s R15 N R16s R17s R18, R 1 9 (D^-ftlfrt&mffi'&hX 

2. 5^(1) fcl&^Ts 

r i gm& b < s«gm©ci~c2o©T;i/:3p;i/Ss gm& b < temmmoc 

-r^JMs gm%b<{«gm©ci~C20©T;i/=f^^>;i/*, gfli£ b < fcfc&Eg 
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